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V. Claim Amendments under 37 C.F.R. § 1.121 

1. (Currently amended) A method of promoting blood coagulation in an individual having a blood 
coagulation defect and in need thereof, comprising administering to the individual a blood coagulation 
enhancing effective amount of a DNA vector encoding a human Factor Vil polypeptide that can be 
converted to Factor Vila when expressed in said individual, said Factor VII polypeptide comprising an 
enzymatic cleavage site susceptible to cleavage by furin, wherein said enzymatic cleavage site is located 
in the area of about amino acid 147 through about 154 of said Factor VII and wherein at least one amino 
acid mutations have been made in said area to create said enzymatic cleavage site, and, whereby 
cleavage by furin produces two peptides comprising Factor VII heavy chain and Factor VII light chain 
molecules. 

2. (Currently amended) A method of promoting blood coagulation in an individual having a blood 
coagulation defect and in need thereof, comprising administering to the individual a blood coagulation 
enhancing effective amount of [[said]] a DNA vector encoding a human Factor VII polypeptide that can be 
converted to Factor Vila when expressed in said individual, said Factor VII polypeptide comprising an 
enzymatic cleavage site susceptible to cleavage by SKI-1 , wherein said enzymatic cleavage site is 
located in the area of about amino acid 147 through about 1 54 of said Factor VU and wherein at least one 
amino acid mutations have been made in said area to create said enzymatic cleavage site, and, whereby 
cleavage by SKI-1 produces two peptides comprising Factor VII heavy chain and Factor VII light chain 
molecules. 

3. (Previously presented) A method according to claim 1 , wherein said DNA vector further 
comprises a liver-specrfic promoter. 

4. (Previously presented) A method according to claim 2, wherein said DNA vector further 
comprises a liver-specific promoter. 

5. (Currently amended) A method according to claim 1 of promoting blood coa gulation in an individual 
having a blood coagulation defect and in need thereof, comprising administe ring to the individual a blood 
coagulation enhancing effective amount of a DNA vector encoding a human Factor VII polypeptide that 
can be converted to Factor Vila when expressed in said Individual, said Factor VII polypeptide comprising 
an enzymatic cleavage site susceptible to cleavage bv furin. wherein said enzymatic cleav age site is 
located in the area of about amino acid 147 through about 154 of said Factor VII. where in at least one 
amino acid mutations have been made in said area to create said enzymatic cleavage site, and, whereby 
cleavage by furin produces Factor VII heavy chain and Factor VII light cha in molecules, wherein amino 
acid 149 is changed from proline to arginine and amino acid 151 is changed from glycine to lysine. 
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6. (Currently amended) A method accord i ng to c l a i m 1 of promoting blood coagulation in an individual 
having a blood coagulation defect and in need thereof, comprising administering to the individual a blood 
coagulation enhancing effective amount of a DNA vector encoding a human Factor VII polypeptide that 
can be converted to Factor Vila when expressed in said individual, said Factor VII polypeptide comprising 
an enzymatic cleavage site susceptible to cleavage bv furin. wherein said enzymatic cleavage site is 
located in the area of about amino acid 1 47 through about 1 54 of said Factor VIL wherein at le ast one 
amino acid mutations have been made in said area t o create said enzvmatic deavaoe site, and, whereby 
cleavage bv furin produces Factor VII heavy chain and Factor VII light chain molecules , wherein amino 
acids 147 through 150 have been replaced by the amino acid sequence of SEQ ID NO. 17. 

7. (Previously presented) A method according to claim 5, wherein amino acids 147 through 154 
have been replaced by the amino acid sequence of SEQ ID NO, 2. 

8. (Previously presented) A method according to claim 5, wherein amino acids 147 through 1 54 
have been replaced by the amino acid sequence of SEQ ID NO. 5. 

9. (Previously presented) A method according to daim 5, wherein amino acids 147 through 154 
have been replaced by the amino acid sequence of SEQ ID NO. 7. 

10. (Currently amended) A method according to claim 1 of promoting blood coagulation in an 
individual having a blood coagulation defect and in need thereof, comprising admini stering to the 
individual a bipod coagulation enhancing effective amount of a D NA vector encoding a human Factor VII 
polypeptide that can be converted to Factor Vila when expressed in said ind ividual, said Factor VII 
polypeptide comprising an enzvmatic cleavage site susceptible to cleavage bv furin. wherein said 
enzvmatic cleavaoe site is located in the area of about amino acid 147 through about 154 of said Factor 
VIL wherein at least one amino acid mutations have been made in said area to create said enzvmatic 
cleavage site, and, whereby cleavage bv furin produces Factor VII heavy chain and Factor VII light chain 
molecules , wherein amino acids 147 through 150 have been replaced by the amino acid sequence of 
SEQ ID NO. 18. _ 

1 1 . (Currently amended) A method accord i ng to cla i m 1 of promoting blood coagulation in an 
individual having a blood coagulation defect and in need thereof, comprising administering to the 
individual a blood coagulation enhancing effective amount of a DNA vector encoding a hum an Factor VII 
polypeptide that can be converted to Factor Vila when expressed in said individual, said Factor VII 
polypeptide comprising an enzvmatic cleavage site susceptible to cleavaoe bv furin. wherein said 
enzvmatic cleavage site is located in the area of about amino acid 1 47 through about 1 54 of said Factor 
VII, wherein at least one amino acid mutations have been made in said area to create said enzymatic 
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cleavage site, and, whereby cleavage bv furin produces Facto r VI) heavy chain and Factor VII light chain 
molecules, wherein amino acids 148 through 151 have been replaced by the amino acid sequence of 
SEQ ID NO. 17. 

1 2. (Currently amended) A method accord i ng to claim 1 of promoting blood coagulation in an 
individual having a blood coagulation defect and in need thereof, comprising administering to the 
individual a blood coagulation enhancing effective amount of a DNA vector encoding a human Factor Vli 
polypeptide that can be converted to Factor Vila when expressed In said individual, said Factor VII 
polypeptide comprising an enzymatic cleavage site susceptible to cleavage bv furin. wherein said 
enzymatic cleavage site is located in the area of about amino acid 147 through about 154 of said Factor 
VII. wherein at least one amino acid mutations have been made in said area to create said enzymatic 
cleavage site, and, whereby cleavage bv furin produces Factor VII heavy chain and Factor VII light chain 
molecules, wherein amino acids 148 through 151 have been replaced by the amino acid sequence of 
SEQ ID NO. 18. 

13. (Currently amended) A method according to cla i m 1 of promoting blood coagulation in an 
individual having a blood coagulation defect and in need thereof, comprising administering to the 
individual a blood coagulation enhancing effective amount of a DNA vector encoding a human Factor VII 
polypeptide that can be converted to Factor Vila when expressed in said individual, said Factor VII 
polypeptide comprising an enzymatic cleavage site susceptible to cleavage bv furin. wherein said 
enzymatic cleavage site is located in the area of about amino acid 147 through abo ut 1 54 of s aid Factor 
VII. wherein at least one amino acid mutations have been made in said area to create said enzymatic 
cleavage site, and, whereby cleavage bv furin produces Factor VII heavy chain and Factor VII light chain 
molecules , wherein amino acids 150 through 153 have been replaced by the amino acid sequence of 
SEQ ID NO. 17. 

14. (Currently amended) A method according to c l a i m 1 of promoting blood coagulation in an 
individual having a blood coagulation defect and in need thereof, comprisi ng administering to the 
individual a blood coagulation enhancing effective amount of a DNA vector encoding a human Factor VII 
polypeptide that can be converted to Factor Vila when expressed in said individual, said Factor VII 
polypeptide comprising an enzvmatic cleavage site susceptible to cleavage bv furin. wherein said 
enzymatic cleavage site is located in the area of about amino acid 147 through about 154 of said Factor 
VII. wherein at least one amino acid mutations have been made in said area to create said enzvmatic 
cleavage site, and, whereby cleavage bv furin produces Factor VII heavy chain and Factor VII light chain 
molecules , wherein amino acids 150 through 153 have been replaced by the amino acid sequence of 
SEQ ID NO. 18. 
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15. (Currently amended) 



A method a accord i ng to c l aim 1 of promoting blood coagulation in an 



individual having a blood coagulation defect and In need thereof, comprising administering to the 
individual a blood coagulation enhancing effective amount of a DNA vector encoding a human Factor VII 
polypeptide that can be converted to Factor Vila when expressed in said individual, said Factor Vll 
polypeptide comprising an enzymatic cleavage site susceptible to cleavage by furin, wherein said 
enzymatic cleavage site is located in the area of about amino acid 147 through about 154 of said Factor 
Vll. wherein at least one amino acid mu tations have been made in said area to create said enzymatic 
cleavage site, and, whereby cleavage bv furin produces Factor Vll heavy chain and Factor VII light chain 
molecules , wherein amino acids 151 through 154 have been replaced by the amino acid sequence of 
SEQ ID NO. 17. 

1 6. (Currently amended) A method according to cla i m 1 of promoting blood coagulation in an 
individual having a blood coagulation defect and in need thereof, comprising administering to the 
individual a blood coagulation enhancing effective amount of a DNA vector encoding a human Factor Vll 
polypeptide that can be converted to Factor Vila when expressed in said Individual, said Factor Vll 
polypeptide comprising an enzymatic cleavage site susceptible to cleavage bv furin. wherein said 
enzymatic cleavage site is located in the area of about amino add 147 through about 154 of said Factor 
VII. wherein at least one amino acid mutations have been made in said area to create said enzymatic 
cleavage site, and, whereby cleavage bv furin produces Factor Vll heavy chain and Factor Vll light chain 
molecules , wherein amino acids 151 through 154 have been replaced by the amino acid sequence of 
SEQ ID NO. 16. 

17. (Canceled) 

18. (Previously presented) A method according to claims 1 or 2, wherein enhanced blood clotting 
results in the individual relative to blood clotting when an effective amount of the DNA vector is not 
administered. 

19. (Currently amended) A composition comprising a DNA vector encoding a human Factor Vll 
polypeptide that can be converted to Factor Vila when expressed in said individual, said Factor Vll 
polypeptide comprising an enzymatic cleavage site susceptible to cleavage by furin, wherein said 
enzymatic cleavage site is located in the area of about amino acid 147 through about 154 of said Factor 
VII A [[and]] wherein at least one amino acid mutations have been made in said area to create said 
enzymatic cleavage sit e, and, whereby cleavage bv furin produces two peptides comprising Factor Vll 
heavy chain a nd Factor Vll lioht chain molecules. 
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20. (Currently amended) A composition comprising a DNA vector encoding a human Factor VII 
polypeptide that can be converted to Factor Vila when expressed in said individual, said Factor VII 
polypeptide comprising an enzymatic cleavage site susceptible to cleavage by SKI-1 , wherein said 
enzymatic cleavage site is located in the area of about amino acid 147 through about 154 of said Factor 
VII A [[and]l wherein at least one amino acid mutations have been made in said area to create said 
enzymatic cleavage site , and whereby cleavage bv SKM produces two peptides comprising Factor VII 
heavy chain and Factor VII light chain molecules . 

21. (Previously presented) A composition according to claim 19, wherein sard DNA vector further 
comprises a liver-specific promoter. 

22. (Previously presented) A composition according to claim 20, wherein said DNA vector further 
comprises a liver-specific promoter. 

23. (Currently amended) A composition according to cla i m 19 comprising a DNA vector encoding 
a human Factor VII polypeptide that can be converted to Factor Vita when expressed in said individual, 
said Factor VII polypeptide comprising an enzymatic cleavage site susceptible to cleavage bvfurin. 
wherein said enzymatic cleavage site is located in the area of about amino acid 147 through about 154 of 
said Factor VII. wherein at least one amino acid mutations have been made in said area to create said 
enzymatic cleavage site and , wherein amino acid 149 is changed from proline to arginine and amino acid 
1 51 is changed from glycine to lysine. 

24. (Currently amended) A composition accord i ng to c l a i m 19 comprising a DNA vector encoding 
a human Factor VII polypeptide that can be converted to Factor Vila when expressed in said individual, 
said Factor VII polypeptide comprising an enzvmatic cleavage site susceptible to cleavage bv furin. 
wherein said enzymatic cleavage site is located in the area of about amino acid 147 through about 154 of 
said Factor VII. wherein at least one amino acid mutations have been made in said area to create said 
enzvmatic cleavage site and , wherein amino acids 147 through 150 have been replaced by the amino 
acid sequence of SEQ ID NO. 17. 

25. (Previously presented) A composition according to claim 23, wherein amino acids 147 through 
154 have been replaced by the amino acid sequence of SEQ ID NO. 2. 

26. (Previously presented) A composition according to claim 23, wherein amino acids 147 through 
154 have been replaced by the amino acid sequence of SEQ ID NO. 5. 
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27. (Previously presented) A composition according to claim 23, wherein amino acids 147 through 
154 have been replaced by the amino acid sequence of SEQ ID NO. 7. 

28. (Currently amended) A composition according to claim 19 comprising a DNA vector encoding 
a human Factor VII polypeptide that can be converted to Factor Vila when expressed in said individual. 
said Factor Vll polypeptide comprising an enzymatic cleavage site susceptib le to cleavage bvfurin. 
wherein said enzymatic cleavage site is located in the area of about amino acid 147 through a bout 154 of 
said Factor Vll. wherein at least one amino acid mutations have been made in said area to create said 
enzymatic cleavage site and, wherein amino acids 147 through 150 have been replaced by the amino 
acid sequence of SEQ ID NO. 18. 

29. (Currently amended) A composition accord i ng to claim IQ comprisino a DNA vector encoding 
a human Factor Vll polypeptide that can be converted to Fact or Vila when expressed in said individual, 
said Factor VII polypeptide comprising an enzymatic cleavage site susceptible to cleava ge bvfurin. 
wherein said enzymatic cleavage site is located in the area of about amino acid 147 through about 154 of 
said Factor Vll. wherein at least one amino acid mutations have been made in said area to cre ate said 
enzymatic cleavage site and , wherein amino acids 1 48 through 1 51 have been replaced by the amino 
acid sequence of SEQ ID NO, 17. 

30. (Currently amended) A composition accord i ng to cla i m 19 comprising a DNA vector encoding 
a human Factor Vll polypeptide that can be converted to Factor Vila when expressed in said individual, 
said Factor VII polypeptide comprising an enzymatic cleavage site susceptible to cle avage bvfurin. 
wherein said enzymatic cleavage site is located in the area of about amino acid 147 through a bout 154 of 
said Factor Vll. wherein at least one amino acid mutations have been made in said area to create said 
enzvmatic cleavage site and , wherein amino acids 148 through 151 have been replaced by the amino 
acid sequence of SEQ ID NO. 18. 

31. (Currently amended) A imposition accord i ng to c l a i m 10 comprising a DN A vector encoding 
a human Factor Vll polypeptide that can be converted to Factor Vila when expressed in said individual, 
said Factor Vll polypeptide comprising an enzvmatic cleavage site susceptible to cle avage bvfurin. 
wherein said enzvmatic cleavage site is located in the area of about amino acid 147 through a bout 154 of 
said Factor VII. wherein at least one amino acid mutations have been made in said area to create said 
enzvmatic cleavage site and , wherein amino acids 150 through 153 have been replaced by the amino 
acid sequence of SEQ ID NO. 17. 

32. (Currently amended) A composition according to cla i m 10 comprising a DNA vect or encoding 
a human Factor Vll polypeptide that can be converted to Factor Vila when expressed in said individual. 
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said Factor VII polypeptide comprising an enzvmatic cleavage site susceptible to cleava ge by furin. 
wherein said enzymatic cleavage site is located in the area of about amino acid 147 through about 154 of 
said Factor VI. wherein at least one amino acid mutations have been made in said area to create said 
enzvmatic cleavage site and , wherein amino acids 150 through 1 53 have been replaced by the amino 
acid sequence of SEQ ID NO. 18. 

33. (Currently amended) A composition according to c l aim 10 comprising a DNA vector encoding 
a human Factor VII polypeptide that can be converted to Factor Vila when expressed in said in dividual. 
said Factor VII polypeptide comprising an enzvmatic cleavage site susceptible to cleavage bv furin. 
wherein said enzvmatic cteavaae site is located in the area of about amin o acid 147 through about 154 of 
said Factor VII. wherein at least one amino acid mutations have been made in s aid area to create said 
enzvmatic cleavage site and , wherein amino acids 151 through 154 have been replaced by the amino 
acid sequence of SEQ ID NO. 17. 

34. (Currently amended) A composition accord i ng to claim 1 9 comprising a DNA vector encoding 
a human Factor VII polypeptide that can be converted to Factor Vila when expressed in said individual, 
said Factor VII polypeptide comprising an enzvmatic cleavage site susceptible to cleavage bv furin. 
wherein said enzvmatic cleavage site is located in the area of about amino acid 147 through about 154 of 
said Factor VII. wherein at least one amino acid mutations have been made in said area to create said 
enzvmatic cleavage site and , wherein amino acids 151 through 154 have been replaced by the amino 
acid sequence of SEQ ID NO. 18. 

35. (Canceled) 

36. (Currently amended) An expression vector comprising a nucleic acid sequence encoding a 
modified human Factor VII polypeptide comprising an enzymatic cleavage site susceptible to cleavage by 
furin, wherein said enzymatic cleavage site is located in the area of about amino acid 147 through about 
154 of said Factor VIIJ[and]] wherein at least one amino acid mutations have been made in said area to 
create said enzymatic cleavage sit e, and whereby cleavage bv furin produces two peptides comprising 
Factor VII heavy chain and Factor VII light chain molecules . 

37. (Currently amended) An expression vector comprising a nucleic acid sequence encoding a 
modified human Factor VII polypeptide comprising an enzymatic cleavage site susceptible to cleavage by 
SKI-1 , wherein said enzymatic cleavage site is located in the area of about amino acid 147 through about 
154 of said Factor Vll 4 [[and]] wherein at least one amino acid mutations have been made in said area to 
create said enzymatic cleavage site , and whereby cleavaoe bv SKI-1 produc es two peptides comprising 
Factor VII heavy chain and Factor VII light chain molecules . 
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38. (Currently amended) An expression vector accord i ng to c l a i m 3 6 comprising a nucleic acid 
sequence encoding a modified human Factor VH polypeptide comprising an enzymatic c leavage site 
susceptible to cleavage bv furin. wherein said enzymatic cleavage site is located in the area of about 
amino acid 147 through about 1 54 of said Factor VII and wherein at least one amino acid muta tions have 
been made in said area to create said enzymatic cleavage site , wherein amino acid 149 is changed from 
proline to arginine and amino acid 1 51 is changed from glycine to lysine. 

39. (Currently amended) An expression vector ocoording to c l aim 36 comprising a nucleic acid 
seguence encoding a modified human Factor VII polypeptide comprising an enzyma tic cleavage site 
susceptible to cleavage bv furin. wherein said enzymatic cleavage site is located in the area of about 
amino acid 1 47 through about 1 54 of said Factor VII and wherein at least one amino acid mutations have 
been made in said area to create said enzymatic cleavage site , wherein amino acids 147 through 150 
have been replaced by the amino acid sequence of SEQ ID NO. 17. 

40. (Previously presented) An expression vector according to claim 38, wherein amino acids 147 
through 154 have been replaced by the amino acid sequence of SEQ ID NO. 2. 

41 . (Previously presented) An expression vector according to claim 38, wherein amino acids 147 
through 154 have been replaced by the amino acid sequence of SEQ ID NO. 5. 

42. (Previously presented) An expression vector according to claim 38, wherein amino acids 147 
through 154 have been replaced by the amino acid sequence of SEQ ID NO. 7. 

43. (Currently amended) An expression vector accord i ng to claim 36 comprising a nucleic acid 
seguence encoding a modified human Factor VII polypeptide comprising an enzymatic cleavage site 
susceptible to cleavage bv furin. wherein said enzymatic cleavage site is located in the area of about 
amino acid 147 through about 154 of said Factor VII and wherein at least one amino acid mutations have 
been made in said area to create said enzvmatic cleavage site, wherein amino acids 147 through 150 
have been replaced by the amino acid sequence of SEQ ID NO. 18. 

44. (Currently amended) An expression vector according to c l aim 36 comprising a nucleic acid 
seguence encoding a modified human Factor VII polypeptide comprising an enzvmatic cleavage site 
susceptible to cleavage bv furin. wherein said enzvmatic cleavage site is located in the area of about 
amino acid 1 47 through about 1 54 of sa id Factor VII and wherein at least one amino acid mutations have 
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been made in said area to create said enzymatic cleavage site , wherein amino acids 148 through 151 
have been replaced by the amino acid sequence of SEQ ID NO. 1 7. 

45. (Currently amended) An expression vector accord i ng to c l aim 36 comprising a nucleic acid 
sequence encoding a modified human Factor VII polypeptide comprisin g an enzymatic cleavage site 
susceptible to cleavage bv furin. wherein said enzymatic c leavage site is located in the area of abouj 
amino acid 147 through about 154 of said Factor VII and wherein at least one amino acid mutations have 
been made in said area to create said enzymatic cleavage site , wherein amino acids 148 through 151 
have been replaced by the amino acid sequence of SEQ ID NO. 18. 

46. (Currently amended) An expression vector according to c l a i m 36 comprising a nucleic acid 
sequence encoding a modified human Factor VII polypeptide comprising an enzym atic cleavage site 
susceptible to cleavage bv furin. wherein said enzymatic cleavage s ite is located in the area of about 
amino acid 147 through about 154 of said Factor VII and wherein at least one amino acid m utations have 
been made in said area to create said enzymatic cleavage site , wherein amino acids 150 through 153 
have been replaced by the amino acid sequence of SEQ ID NO. 1 7. 

47. (Currently amended) An expression vector gcoording to c l aim 3 6 comprising a nucleic acid 
sequence encoding a modified human Factor VII polypeptide comprising an enzymatic cleavage site 
susceptible to cleavage bv furin. wherein said enzymatic cleavage site is located in the area of about 
amino acid 147 through about 1 54 of said Factor Vlland wherein at least on e amino acid mutations have 
been made in said area to create said enzvmatic cleavage site , wherein amino acids 150 through 153 
have been replaced by the amino acid sequence of SEQ ID NO. 18. 

48. (Currently amended) An expression vector ooGording to cla i m 36 comprising a nucleic acid 
sequence encoding a modified human Factor VII polypeptide comprising an enzvm atic cleavage site 
susceptible to cleavage bv furin. wherein said enzvmatic cleavage site is located in the area of about 
amino acid 147 through about 154 of said Factor VII and wherein at least one amino acid mutations have 
been made in said area to create said enzvmatic cleavage site , wherein amino acids 151 through 154 
have been replaced by the amino acid sequence of SEQ ID NO. 17. 

49. (Currently amended) An expression vector oocord i ng to claim 36 comprising a nucleic acid 
sequence encoding a modified human Factor VII polypeptide comprising an enzvmatic cle avage site 
susceptible to cleavage bv furin. wherein said enzvmatic cleavage site is located in the area of about 
amino acid 147 through about 154 of said Factor VII and wherein at least one ami no acid mutations have 
been made in said area to create said enzvmatic cleavage site , wherein amino acids 1 51 through 1 54 
have been replaced by the amino acid sequence of SEQ ID NO. 18. 
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50. (Canceled) 

51. (Previously presented) A composition according to claim 19, wherein said composition further 
comprises a pharmaceutically accepted carrier. 

52. (Previously presented) A composition according to claim 20, wherein said composition further 
comprises a pharmaceutically accepted carrier. 



PACE 17/18 * RCVD AT 8/25/2008 4:12:38 PM [Eastern Daylight Time] • SVR:USPT0-EFXRF-6/2B - DNIS:2738300 * CSID:508 872 5415 ■ DURATION <mm-ss):04-26 



08/25/2008 16:21 FAX 508 872 5415 



LEGAL 



©018/018 



tnre: ScariaetaL H&CEIVED 
USSN: 1 
Filed: 0< 
Page 16 



ISftSSff™ CENTRAL FAX CENTER 



, AUG 2 5 2008 

VI. Conclusion 



No fee is deemed necessary in connection with the filing of this communication. However, if any 
fee is required, authorization is hereby given to charge the amount of any such fee to Deposit Account 
No. 07-1074. 



Respectfully submitted, 




Date ^Jennifer D, Tousignant 

Attorney for Applicants 
Registration No. 54,498 
Telephone: (508)270-2499 
Facsimile: (508)872-5415 

GENZYME CORPORATION 
15 Pleasant Street Connector 
P.O. Box 9322 

Framingham, Massachusetts 01701-9322 
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